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Abstract of WO01 82935 

Remedies for cancer containing, as the main ingredient, saccharides having an alpha 1}3 three- 
dimensional structure, in which use is made of an effect on NKR-P1 (natural killer receptor P1 ; i.e., a 
natural killer (NK) cell antigen receptor contained in natural killer T (NKT) cells in the ability to activating 
NKT cells) as an indication, and which are used in a formulation wherein the above activation can be 
sustained. 
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(57) Abstract: Remedies for cancer containing, as the main ingredient, saccharides having an a 1— *3 three-dimensional structure, 
in which use is made of an effect on NKR-P1 (natural killer receptor PI ; i.e., a natural killer (NK) cell antigen receptor contained in 
natural killer T (NKT) cells in the ability to activating NKT cells) as an indication, and which are used in a formulation wherein the 
above activation can be sustained. 
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5 &mfrm 

*mm±, i-?-x.^)v*^—T (nkt) mmom^^mm bfc#Ay<z> 
io mm&rn 

fts/v (malignant neoplasms) (cancer) ©^Gfi * it fc «> & 

t> o^-o^>n (iL-12) &£#rtT?8HB3-s%'H©^ffitt 
bx m^®^«pn:^-efe^> ah c cti*^<Dmm%^T% n 

20 b> Sf^6SS*a« (Novel Immunotherapy for cancer) (NITC) 2i * ^ "5 
#l*3fc IL-12 ai*:*lfi«fa#bfc»'&t:H:9Jf^ffl*&Dafc«>K:jft#* 1 

testis* -s*!!** a* tK ^n^^inifi^M t. vrmm-cg 

S^bfc 10-13967 0-^&^)o 
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IL-121^ r^- y^uyy (iFNr) (DM^^Wm, 

K:4frtj3(t5Mtt^3l§fiatfa7;i/^7.- (NK) iNHJ&. LAK1 
J3& (Lymphokine activated killer cell). £ <fc V * ^ — T mMOft&lh®]^ £ 
M^mmZk-Do IFNrliv £#©&&Jfo#*T^;W* — lfflflS (Thl) 

j*>2 (i l - 2) s il-1 2&*mtem&£tix^ztkm-e&Zo 

N KiSfflJ^ £ O V% T ^^©JrC* s Mtffl {3^ t> 3 h A 5 & 3 fit ^ § 

£§i^* N K i&fflJI&cDrStt &&±temm m £ n £ ifi A* IB £ J: t> ffiEBS 

mfe-eyu A*Bac«fcD. i l- i 2CDm^M^ti^ ; feo%^.As. mm*. 

bfrb&#5>> — ggcD*SAyH^lc:*5^-r»s AHCCa^CioTilL 
20 ^Mi-Si^nTVAfeo 

©JS#tfb3&»B«>&n5&*»ofco HfcjE^ *«^^ffitiM#.r**BIIiai:b'r 
Htfi^tlfcNK TJSffllS (CuiJ. et al., Science 278, 1623,1997) B\ 
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^^tcmmmm^mcomm^m-Oo o t k t wis* rats-fc 
5 assm* (tcr) &mmT%mmmtemmMfam*mn,h, -©inject 

&&<5* ©©fe^^fiifU £ ft 3 £ i: *tIW b o 

NKT*»fcfcl:> & ? ~^<D^fohVTN KMmttm&m-fc (NKR- 
10 P 1 ;tf.a7;i/^7-^ftP l)*sfe^ii:lii§$tit^5(#i N 

KTmmcom^hm,m : mmm^s 514^2000^8 18-82 3^— 
v)c nkr-p 1 bNKTMmommtizm-^-rzo 

KR-P1 (tfa7JV^7-^#:Pl) t V a 2 4 V/? 1 l<D{^m^± 
<S^;5^)©t^SiJ:^ JfcNKR-P 1 <Di^m\z\±0 i^3/l->63z: 

NKTIBai^^rSt^'fb^^Wr^if^T^M^^/uO^^J^S^t-^- 

r^^m^o-mm^ ±^j-^;v^^-t (nkt) McDrS^b 

25 it*it5NKTI^*tSt^a7/^7- (NK) MJtlI^^T- 
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*mn<D~mmi±. ±^o.^)v^^-t (nkt) mmom&fci&iz&vr 

SNKTilS^tStf a7;i/^7- (NK) MmtfhMg.^fe'Z&ZNK 
R-P 1 fcM^^tC#ffib> ?<Df&mb%:m$f-£% ZWL-fifcTm^bftZZ 

5 *mM(D--mm&, ±^=L^^^-^- (nk) mmtnm&^fc-z&zNK 

R-P 1 fcatiRifticf^ffiu ^o^hbt-f >^-7xn>r(lFNr) 

o^m^m^mmv. *ot^- im/t^ws— 2mm (Thi/ 

10 #3BBJ§©— Jg«fcfc. Mi®-?-*-i?|,SCD3^J;t>'CD l 6 Ui 
£fc iottfa?;^?- (NK) fflJ&ifcMg§fl^fc*NKR 
-P l0$J5££m^ ^"^ ^^;Vdr^-T (NKT) «ffl|ia©?S^IB*tft^ 

15 nip©m^^^-=)T. JeiT©»©^f^^- l:a*?flS)tffiffl$ttSffi^ 
; 

2) mmummh<Dmmm&^<Dm&, 

20 4) NKR-P l^CD^ffltiStf-a^/l/^^-T ( N K T ) 3M<£>*!5 

^mm(D-mmi±, M^MT-*-t*fe§cD 3*it;cD 1 6 1 *m 

25 ^t§:J:lCiottfa7^7- (NK) igfflJiStriM^^TfeSNKR 
-P 1 ©aj^Sfrl^ ^^^-^;i/^^-T (NKT) IBJIS©iSt£fbt6&tft5£ 
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5 2) mmu^mh<D{^mm^(Dm^ 

4) NKR-P 1 AOfffitJl^tf a7M5-T (NKT) M0S 
10 o 

*^0J3©-Sgtikiu ±^^^;i/^r^-T (NKT) M © rS 44 <bii£ 
5NKTiH^t§tfa7/^7- (NK) IW^t^SNK 

15 r-pi iznTzwrn^mh lt** v—->^-r^^h^n^t-r^ a 

T* & 3 o 

*|gB^a)-«ia{±. ^;v^r^ — T (NKT) iffflB&©?Sf£4bC:fc 3 

NK Ti^JI^WTS:^^;!^^— (NK) tt^Ig^Tfe^NKR 

20 -pi {3^f-r^#ffl^fg^i: 1X7^ y — ^>^-T3 zt&s&tikt-rz a i 

iNK T^fflJ^CDtStt<b^lfflJJS^®^ — *— T»&£ CDS^i^CD 
16 1 OSO^C £ DNKR-P 1 ©$J^£fr5 £ hX-tftfeTZXP u — -> 

25 «B«IH:^ ±^3.^;i/^^-T (NKT) jWHSOtStt-fblfet:*!* 

§NKTHiMt5tfa7^7- (NK) MtfCfC^teT* S N K 

r-pi c^rs^fflsjgw^L/T^-rsciii^^afraa 1^3 
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#mw(D— mmi±, ±*-*5k*5—t (nkt) mmom&itnizistir 

5NKTM^t§^-^a7;i/^7- (NK) *fflmfiM^#-£ & £> N K 
R-P 1 lZMT2>ftm&m^h UttStS ih^^Jit^ a 1^3£.fc 

mNKTmmommtm^mmmm^-^-x^^ cd 3^ctt>*cD i 

6 1 ©M^t<fc D NKR-P 1 (DMfe*fi? utt^t^^ii^Mtt 

M 1 l^MM^&M(D-i >^-7xD>r (IFNy) O^l&^^-To 
@2liCR, PR^^JCD-r — 7 xD >y (IFNy) ©^ifr^-To 
15 El 3 }±P D^$!£>-f — y iD>r (IFNy) ©^Hj^^To 

in 4 tt«gg!«t& h * 5as -r o 

05i^TD-f h'^-^J (6£ffc$|7) ©^ft«|l6*J:V#M*^ — *- 
EJ6i±^^D^ Ki£##!| (BM#I8) ©^«g«|IB*J:V#a««v— *- 

20 cDaa^m^^-To 

* V > T & # © ft] s$ * # "T 3 # <fc t> # 51 tr a I? $ tb 3 ft i* £ i# o o 
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Dfftoftfco *H5ga#l± N ££fc:fcUT*r&!&*8c (NITC) hbT, M 

ffiu i l — i 2 N ifnts il-i o^©=&a-y->r >&$j^b;fco 

5 ^LTs ^©^SThl/Th21tJ:IL-12 > Th 1/T h 2ith I F 
Nr. IFNrilIL-12, I L-l 2 hCD 3 xCD 1 6 1 (NKR- 
P 1 ) M&Mm (CD3+CD161+) <Dm&, IFNrJ:CD3xCD 

1 6 1 (nkr-p i ) m&mmcowi'&izte^iEcDmm. il-i2£v 

a 2 4 V/3 1 1 B§f£« (Va24 +V/? 1 1 +) ©gij^-fc iii^liH®' 
10 WJIELfco $feVa24V j 911 • T ^J^Mg^te#*M£ ^ 

Ij-fcNKTl&i, I L - 1 2M^Mh^Mmm^mV, IFN-yl4 
fi^cfct^T h 1/T h 2Jth&^^ll£^T£ ££Mb. Va 2 4 V 
£ 1 l^©^J^^^^fg©?P^Jfc#< d h^ilEEbfeo £^*> <x V«2 
4.V/? 1 1 ^©fflifcte:. ^>*-n-T^>4 (IL-4) 
15 ^j^&SM£f£ffiir 3 & © hmfeg tifco 

-2f, NKT^B£©NKM^Mg^ft:NKR-P 1 #*!li§t£ gtf fe®-^ 
fcfci, NKT^BJ^iil L- 1 2*5^^1 FN - r ii^VMEcDffiM^^bs T 
h 1/T h 2ith*>^VME©ffiM^^-r^ h%mWLs NKR-PU©i 

20 b^b. ±m&imte&^x&m^fenm&{&&%:mi,±, /? 1^3/1^6 
25 -r^fc>*. NKT*fflflscDts«<titg^^-r§tJH^^^ j ;-->^-r?> ti^ 

bTi±, < £fc NKR-P 1 iZMT^^m^mmt b. al^3ifri 
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Va '2 4 V/3 1 1 tliff L^V^*,©-e^§Ci:^lIt$)§o b 
5 tls frO&^jfo^£:^T&^#5T h 1 <9fK #ftfc§§#£ti£ c £y^J5R^ 
^.ii^^^iw^^^i^Kiie^bfc^^^ nkr- p i %$km-f2>mm^ -r& 

t)"felBlfla^® V — #-T'&3 CD 3 XCD 1 6 1 

±IBNKTIJi@ONKR-Pltl^t:fHbtNKTili 

15 l-^3i:«:«|jg©«i^Hi:bTi±. 0i2.fc£s nynt'^ft 

(tso) n 7^-f^>, ti&wt*vdt>m($ifim-fp>ti2>o 

20 (tfs#5$3) 



25 
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9. 




m&a 3 ] 




XV ^mi±®-tfU— X a-D-Glcp- (l->3) -D-Glc ®->f D is Jl ? )\s 
n—X a-D-Glcp- (l->3) -a-D-Glcp- (l->4) -D-Glc ®—>fUi/ 
;i/^;i/h— ^ a -D-Glc p- ( 1 -> 3 ) -a -D-Glc p- Cl-*4) -a-D-Glcp- 
( 1 ->4 ) -D-Glc (&35 N Glc ti^;V=3— p{±t:^ ^©B&-^-efe^) 

&Htc (i7^-^©2M6 1 fr^ftmtr b 
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73^^>i:LT(t HIIfi*73^^>, &\3U£iJ3*n>7&$:<D 

5 -D -^;i/^7 d >M£ a -D - T>y — X^^m £ U ||ta-L-73 
- *5#&UT^ t>. ^-f *i,CD:7n-f yn— Xifi 



15 




S=SOsH 
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11 

=r — X 



5 



10 




S=S0 3 H 

15 

^ 3 ^ 3 > y ft * U - 7 □ ^ ^ > /lift 7 3 ^ n > v>^-> : p 
>ihr>;-xi:73-7,*?,*§i 
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12 



5 




COOH . 



n 



10 



OH 



S=S0 3 H 



COOH 



15 



20 



25 




R=H f; fete: SO, 
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Ult'^ifclXtt, .«A«*^ttfi^»<D^1M;y U (Poryphyra 
Yezaensis) ft^©JfimtJ^ag> \f £ tl% 0 tBtJ©^^^« a 1 3 ££l§r<£> 

x\)tezjs ; 7?#>m,WL<D*v3m Ub^su o) t-&* 0 

tfb^5£ 9 ] 

^ CH 2 OM 
OSO ; OH 



[<b#5$ 10] 




iiRft i-f^ffi l t n k t mmcom^ itm* m t z mm. * & < nm. t t % . 

NKR-P 1 tM^6<JlC^fflbTNKT^J^$rStt'fb-yrbfe^^K» N a 
1 -> 3 i:te#ti££ % o £t>*/£ & 2 ~ 1 0 Mcd^- V ^m^ts 
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m&mm, mm, mmm, mmm, mmm, &mm, ^mm, m 
mm, %m, ^mm, mmm, ^m, mmm, &mm, mmm, mm, m 
m, mmm, mmm, mmm, ^wm. m&&nm, itifiis ^mm, 

§NKTi^t^NKR-p i c^t s&r h bt, ^OrS'l^Mb 
m,Tm^t>nzc mi^m^it, ^o^mi-t 1 o g~4 o g/uu&, n 

$b<iilOg~2 Og/BiStfe5o %tz, tt«Jfcl±l 0 

t&ffi#^©$&*3ai±> NKTjffliafDNKR-P 1 Cl^Mtfflb 
20 ^(djn^tx I L- 1 2©jg^*S%L#SJffi^%&#S&«^^^V>T 

25 susm. i l- i 2©m^^^^b^#^la^^^^^Ia^^T»v^-c^) J:v^o 
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mm^mzmmTzz. t-cbmmib'v&Zo »h*&u m 

->IFNr->IL-l T fflJ&OIKffi'C D > l0-oft(DNKT 

(nitc) tiii© 2 ZkMfctt vxnmm^mmmtfi^m^ 

15 ^TfOBJbfeo NK TfSiflg?Sf£-WS — 7 * U >©^g£{±^< Pi^tl 

«ltfe5a 1-3* (a 1 3 :fctf;«2£©*St&lK) ©iS-^s -Tfcfc^ 
(DOM^^^bt^NKTillSONKf^SttfttS a 1 - 3!&i©{# 

25 mtfi&9£.ib&o ^)b<{i^J ! L* s ^^J^s^•r?)i:§. a><D&«Eas&»#b& 

^tS-^Ss , T?fe*fi*ffi^*»-r«:to"& 5 FUs UFTs 5. 7 0-iK 7;v 
^D>, CDDP (5>ug~10yUg) ©fg?§JS-£># +Vf- V>i± ^ 3f V 
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-;K.7F'J7VOX pV-f^V, CP T- 1 ll£Z(D<&m&.$Llfi 

4bm%m-rz® , gT-&-£>*> a 1-^3 ^KtJt^^l-ail^Jt©^* 8 ^ 
10 **r***»H©^:*tt;#-»*^H:fififfl:rt«:#x «fc 

/vmmizm^btLlt £^ ^tf-^^i/^-T (NKT) ^©tStefbfgfc 

NKR-P 1 fc»r.Sf^"ffl%*&tBi:rSittaE^St:J; tK ^a®^tj©*3&f4 
¥U££fT a 3 £We £©£:#, NKT*fflfl&©NKR-P 1 izMTZM 

20 iRW&fEfflfc: iSNKTIBIJiaofS^H:. i)6II?-*-t*fe§CD 3S 
IFCD16 1 <D®mKl & t) NKR-P 1 (Dmfe^ffo - J:t^t§^o 

M±m7F\s1t£5te*%W&, N K T$BJ§c5l©N K R — P 1 CHRWCf^ffl 
25 ItNKT «liaft«tt^*.b »5aH3 ^©Mittl JC£^t? m&VB 

£M*bs M£ I L- 1 2S-£8H&f6fcNKT«l]ia©NKR.-P 1 CURB 
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b < ^in^mOWmm, 37nytf — y=^X? (FD)s MO. fel<liCD 

10 CNKTMM<Dmfe) 

NKR-P 1 Stf^NK TmmvmM&s NK T MffiCDMMMmizH&m 
tf}fcW&iT2>MMm.WtjiMk (CD 3 43 J; t>* CD 16 1) (DWfefc £ t> ft o d 
£#T*#3o JlteftfcfcJu ^iM^CD 0 W^fco^T, CD 3#|lif$T-fr 
o CD 1 6 1 (CD3 + CD161+) <Dmm&m%.T2>o ~=> 2; t> > 

15 NKT^|ScD|fflJ3g^®JfLj^^$>^ CD 3*5ctt>*CD 1 6 1 ^y^D-t 
^M1VM7D-^ h U-£&ffl-r3 Two Color Ulti DiS 

CD 1 6 1 + NKTMm<Dm&& 1 0%J^_h, J;DI?Sl<til 6%W±-e 
&££££ia5o NKT^JSarSffi-fbtghkiu NKTi&fflJ5&©S!j<£r£ 10%^ 
20 b<&l 6 %J^±CigJp-&La6-Sa^ £fc&&3tlH&i£#-r3 

utr © n k t m m (d m & £ b h £ m & -a- b #> % mm & m t* -r 3 0 

scD343«fcrjfCDi6i ^Ptt-e^^fBJ^ofij-^^, 7o- y-^ h 

"^ffl^fe Two Color Hit <fc Dm^M^^IJ^bfeo u©il§CD 3*5 £0* 
25 CDiei^tSt^D-tWlis ?tl?tl3-/V^-tl(DCD 
3-PC5fef,lFC^^7h y*>V>*tS£©CD 16 1 ^^fflbfeo 

Va 2 4 V/? 1 1 • NKTiiMCD$J^yu N K T MoMgllS C ^fllft 
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3*fflJS^®Jft]SC (Va 2 1 1 ) CD$J^lC «fc X) ff 5 £ i: 

«!5o Mttfttd&s 5MJUfiL*<Z>U >;lSto^t, Va2 4«i?o 

Va 2 4£ e fctFV/? 1 ^ ^D— ±;i/J/tft: (TCR-Va24PE N 

5 T CR- V/3 1 1 F I T C) (Beckman Coulter %tM) %m^X7 U—VJ 

h u -^^ffl-r^. Two coiortfeSfcj; D«u£-ra„ 

^^J&*© U >/^Co^^t N ^J^^MJruM-efe^. CD3^<fctFCD 1 6 

10 *m^fe Three Color t&S^J; !3tSI!)i^§o H^ftfcrfci:. SUKLfc 

(Pharmingen *tS0 ^iJDLTSJtS^t^ ^?,CPRE - Cy 
JrCft: (DAKO ft 44) ^iin btSJi&^t, OMTftfi CD3-PE (Coulter 
6604627) tfi{&33 £Tfitfh CD161-FITC (B-D) jfifaZmto VXBllfoZ 
15 ©^7 0— y — X'Mfe-tZo 

W^a^J^Tk (Phosphate Buffered Saline) (PBS) X 2 'fl^t^JR bTMftl 
bfc^, Ficoll-Conray & (itS 1 . 0 7 7 ) ±tISL, 4 0 0 Gf 20 

20 #n^£fcm> #^^iii^*^-r^o mmk, 1 o (fbs) 

^^n^feRPM i - i 6 4 o*gife&j&nit> MMWt* lxi o"li:ft5j:^ 

(Phytohemagglutinin) (DIFCO *±10 £ 2 0// g/m 1 ©?§Jg h & 3 <fc 5 

i3jp^. s 9 e^Y^^nriz-htTByoCo^s^ 3 7 o ct- 2 4 Btug 

I L - 1 2*©$J^&g#;^©li!r„I*U £<b # 1$ i&S: £ *U ffl ^ 3 
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R&D SYSTEMS MBL %fc <fc D A^TS C i: © T' # 3 B£3R&SS«aj£$£ 

(ELISA) lz£% mfe* V h ft^M £ ft § o £ Z. t? fet R&D SYSTEMS *t © 

Assay Diluent RD IF §50//^ ffiipft (standard) g; &^Jfte#!l 1 Tf 

■frfco ffi#:fc>i*t^ — ^fr^S/^— -t£ (horse radish peroxidase) (H 

RP)»»lrtI L - 1 2tfiifc*2 0 0^1fo^U2^iMilfeo 
«-5^©SJffi««»*U3Iel^«. #8€&2£5t$8ifc£ 2 0 0 

2 o #fs^Mitgm. mm&.i&w±mwLit 5 0/ii-r^u&. 5 5 0 n 

10 mOTJ:lt4 5Onm^lt5^0iMSEmax (lO^^^tt^i 
£:*±M) tti^lfco I L - 1 2i(i N p g/m 1 h Ui^So £ £ 

fiL-i 2mmmmm£te, MmstsLmmmm^^mm^ ^ vm^?* 1 l 

-121*. 7. 8pg/mltt±fcf^tLA?)Sm %fcte&2>mn% 
fe#1-^HuO I L - 1 2i4i,t »3ti^^rbi?)^^fl^mi*-r?>o 
15 (IFNrO^iJ^) 

I F N r Oi^(^ BioSource Europe S.#<2> IFNr EASIA^rf h 

(EI ASS) "CfflJfebfco fcfc 9 6 ^T^f * 

D7°l/-hCD#^^^2p^ (standard) £-fctt±ffiW« Ufc&**& 2 
bfc&©£ 5 0//1 f^au HRPfiJffitrCl FN-rJnlffcS: 50//lf 

3@^#t, MSIM§2 0 O^ilfo^U lil^^^ 1 5^119 

Mtf^jfe*^ &m&.!fc&itmm& 5 0 ^ lt^aufeo 6 3 0 nm& 

ttflBfc bt 4 5 0 nmi" <fctF4 9 0 nmCi3ltS^©RM*Emax 

25 £ft& 0 

(IL-10©ig) 
I L - 1 0 ©$li£fciU BioSource Europe S.^fc© IL-10 EAS IA=*r 
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>y h^^ts mmmmftrnfflfete (elisas) T*m%.htz 0 

iril L- 1 Otfite&m^ZIZim*. IFNr©«S5SCf tTfrofco I 
L-lOili, pg/mli:btS$Jl5o 
( T h 1 / T h 2 Mmit<DMfe) 
5 Th 1/T h 2Mmitte. 7D-^ h 'J-t<fc§A;w^T (Th) 
ffigSftftS Three Color <fc o TlNmfc: «k t) tftjg bfco T h 1/T h 

^-r^$fflJ3§ (Thl) £. I L - 4 *m&-rz>fflm (Th2) ©Jt$§it* 

10 ^-fifa^^ — ;V 12-^ 'J^f - h-1 3 h (Phorbol 

12-Myristate 13 Acetate) k^;7^>> (Ionomycin) Id «t b 3 7 °CT? 
4flMib, Jfo^4>©ifM£ii«bT1?M h*>f «, &V>Tf 

7l/7i;^VA (BreferdinA) &M7LTm&£iJfo%&lt£ tfh C D 4 irE 
#:ffe5CD4-PC5 (Beckman Coulter *fc SO £M l>TiM3tIi^ — # 

15 -T?fe§CD4§^fil s *ffiJS&H^&s FACS Ly sing Solution (0*^^ 
Y >^ ^ y * > V > *t Sft ) £ ^ T * Jfilflli 3 b fc «, ^©tx FACS 
Permeabilizing Solution ( B ^ h > 5= -f y 3f > V >*tM) C«tt) $HB§M 
jSjaaLS^frV^ Mfciftl FNytfife/ifLI L-4Jf[# (FASTIMMUNE 
IFNr FITC/IL-4PE) ( B * h > 5= ^ y ^ > V >*t®0 "Cr ^BB J!^ P^I CD 

20 h >£^-febTs 7D-t^ h^-^- (FACS Calibur) (Becton 
Dickinson T«fJ^*5 «fcV»«f *ff o feo 
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m*mT%(DT*&%o &itm^itmm<D*3%j&&. b#hj5£#cd gcp k 

< ^#^JCD5e&m¥0;eX2p (Standard for judgement of the efficacy of 
anti-cancer agent under GCP of the Japan Ministry of Health and 
5 Welfare) tflljot, $Z±Wtm (CR), (PR). m&lfo (#A,CD 

mmmV) (NC : No Change), %.tzl±m%) (PD : Progressive Disease) 

-vux-vzim (tog) i i2.o g /B^#bs f&j#^£©w3&0d*fc- 

10 fee 

&#fcfcs 67^CD^ctt-trS«^M^^ofe 0 Wmm, I L - 1 2&0££ 
tlt^Stfx NKTlJ|Oi^{ill.8 0 /ot^!)s JfeNKTffl(D/ , i-7t 
U > (PERF) 4.3%«TT?fe Dx N K T tiT ^ & 

frofco *<D'&4 >rRm, ^M^#^#£i£^bo^ltT$NKTM©M 
15 ffifb*«»e»n«:iPo3fco bfrb I L- 1 2 Iii4$nt^5fc^ STNt 
I C T P ©BlY-^-(iJ:#tf N C hfl^^tifec 

a 1 - 3 >mM^%^T OGO-Bi 12.0g £ 3 

mcom-&i± 24.4% h^mv. nktmmcd^— ? * v >m&wzti% 6.5% t 

20 JiJlPb*CNKT«Bia©«14^lOS»^nfco * *>fc 1 ^r^ttli, STN# 
45U/ml, I C T P# 4.6ngyml hjE^ffifc * ^fST bT. KJftl* U W*«f 

■T^to-fex TOG§ I2.0g/H^#-T^^h td«fc 15s NKTiMi:^- 
(Eim^J2) 

MM-yrftt (flc^tte^so 2o.og/HS#ts iftl^a&JR<z>#«r0i 
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(Dmmiznw&i&mfi'hy- &&vta 1-3 ^ 

it'J Ji ($c5$#*±&^§!0 O-Ba20.0g^3HJ^^»T^#bfco fift 

fl&©i!]-£# 17.9% hiisn *<DK—7 * v >m&tfe*i§m&fc£tix 

4.7% V), ^r&&jo&ZF : £tlkl&Z>mm : bWWte$cmVfzo Z. <DM I L- 

^tfiw 20e/B©jft#fc«fc d NKTina»fc j e©^-7t y 

3) 

-^D^-y=f«s (tog) * i2.og/H«#bx ffl&As%jm<Dm%jm*m 

15 feo 

73^©WSi^©^^T*. *J&lfSf3iP&8r&jg*li£ (NITC) + 
ffc&WMJj) £H£Sbfc 0 I L — 1 2 & fix 38 t) > — fc — ©3 

t.NCC-ST-4 3 9 i;SLX-l fckffiT b X V> S # C E.A £ C a 15- 

20 -WlfefiJ: \) PRi:*J^^tLfeo ^©^T O G©— B» 12.0g £ 3 

27.4%fcJgfln-b x NK TiSHlIlS©^ — 7 Or >J >j^£#B;b & ?SI£{b£ ftT 
13.3%il&ofc 0 ^(Dmm, CEA, NC C- S T - 4 3 9 fctlEffr-fb ^ 
©tf&©JKjS-^~ ft — C a 1 5 - 3fcfc 82U/ml. SLX-H 59U/ 

25 ml tfib, £ e, tjgJRoafclSASBa&tlfco 

^©^IT'&T L - 1 2^£fc NK T MMWiVVitWh^ (D 



WO 01/82935 PCT/JPOl/03621 

23 

(*S*tta-?«) £ 20.0g/Bi£#b^ $IJ^^©t^ 

5 68^-eiSJ»JSx Jff<E^©IH4K:NITC$&**MJ&bfco 5^r^*tig 
•?-*-©a^ Cal9-9hl CT P ja&tfias&frofc;^ CE A©tg#D 
«lRl#f8»6nfco 5 er^B^P,«EK^-»jrT«| (tfcSli&tt S^M) 20.0g/ 
BOlB^tTOLfco f©i2 ^rJ3 ItSNK T|fflBS©i!Jl§i-# 22.2% h 

10 «»K«fcNKT|BiaStt*«Krlfebfco £©PM^-#-fci:-f^TiEltYb 
bCR£&ofc 0 

i l - i 2 ti«j«>*»e)0^$nr ^jt^Bi*a«jBc#«±N ct- 

feofco L^UMt'JJi (t*^*fce^F») 20g/B£i£-^bT*>£>, 
15 iK»^U3f«f («S;^tte-?») 20g/B&-^£ «t IP NKT«#?Sttttib 

mmm 5 > 

20 58^©£:4£-e&oT\ u**^ >; wtjffteg^ nitc 

^^^H^^bfeo UiPbNK T«maS5tt* I L - 1 2i4^#?»tl&^ofc 
tz&, 4 ^rH^ct t) a 1 - 3 ^;i/^>^^»{C^tf U-7 3^f^> 15.0g/B 

tt^«b**^>A«^lB-feaSc# b P R fcfco feo 
-©J»^ — #~©M'J>£l^£*:lft3fc#yu U-73^y> I5.0g/B 
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5 69 ggcDHfau mmm hm±mmizmm l t^mm t nitc ^&&i§*a 

2i£5 ^H&®3^fr£M^-#-#^;&nbTV^o bfrbai^cDft^ifc 

rg^nTt^T-feofeo 2#5^r^iiNl-3 + 
7^X^6*73^ ^> l5.0g/B£&#H£Sbfc o ^©Sg^3^Mmt(i. 
I L- 1 2jg£ii3£| (21.2pg/ml) h £ % fc^ N K TJM©§iJl§r ©itflP 
10 (17.5%) S &&ZP'NKTMM(D^—7 *V >M&1fe(Z>i>g& (5.7%) <M# 
ttfeo #M*v-£-fci:iE^bb. «fcl£&$f£cb. ^f»tf 

cfc *)n%tlfc>b<D~£&2> 0 
15 (^m^J 1 ) 

f 0 Gn-^mmiZ&ttZ CD 3 + CD 1 6 1 b fee fr 

(NITC) £^frbT^3&#A^#!l 1 4 8^!l^n^D^- U =f|| (T 
0 G) 9.0g~18.0g/S§iiJfjn^#bfeo T O G^#flu{-(iNKTiBIS©i!l^ 
J± 16.19±7.25%T*&ofco ^Jt'Mt§ U^ - 6 /r^fe 

bfrU CR^<fct>'PR^^J©^^JTi±^#tuiit>b5 16.95±9.22%T»fc^ 
feO^^fbs Wi^'&l * ft-£ 22.73+11.08% h^^CfciiSPbT *5 >3 (p< 
0.05X ^nVA&bim^Mfati i m®Z> tlfro SfePD^J-C*NKTl§f(i 
ttC±#bt^fc (p<0.0l)o PDCD^tefll^^m^^J^iis ?S 

25 ^Hu©liihJ:b$tbT T 0 G&^-f£2 >r ft ST NK T mmgH&mnT 2>ffifa& 

i6.o%^^^^^^j^^M^b#^c t&mwvtzo 
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T 0 G«!-^#«fc:*fcJ-* I L - 1 2 <D^«j£|&S*bfco fr&lSSfcSfe 
(NITC) SJifjbT^^m^A/^J 148^Jt-^nt'J rfffif (TOG) 

(4 500) t(i2yHStIL-l 2 ftTV»fc (p< 

0.05) o — #x P D^#!| ( 6 0#!I) T'fc^ I L — 1 2 ©ii^ftffl £> ftfc 

10 (§*ifc0ij 3 ) 

TOGJS:^l 4 8 011© 5 "6. ^$J0!l (CR, PR) 4 5 0dfc*I FNrI4 

frofc (H 1 ~3 £#M)o -T^fc^. TOGS4©t^t I FNr©If 
15 ^^-rs^'ja^frofco ^©*HliT0GI»SfeIFNr(2i^A* 

(Klifc0H7) 
*^D>f h* (20mg/B) SMfBSffctfO. 

21000mm 3 /ml tfilt^ 
20 3 V VVtmOfr®, 7l/F-^D> 20mg/B£&#bT^3o ffft 

(nitc) £fln;tT> a-**?^*** 

3fe^r3>f^> (I5.0g/B) Jft^**ttbfc« 

CD3+CD16 1 + NKTI)iSOi^ 17.8% iHiinbT* 

*K *<D^ — 7*V>M£.m. (PERF) f± 7.4% hrS'&'fb^tlTV^o bfrb. 
25 I L - 1 2m&m±lte 7.8pg/mlJWT£4£Tb-tl^o Hftfcts X^D-f b* t 
<fc tK <D&«?^ (TNFa-^I L — 1 2-^3^-T M^O 1fi1Mfflg flX V> 
3fc«>-efc3 (15). 
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(ffiMc0»J8) 
X^Uj K (30mg/B) JS:#Blfl50O 

iiitfeot, *^n-f F 30mg/H^#i:itfelt^|f 43 J: V NITC m 

atu-73-ff> ds.og/H) a:#&gfcj-T^3ffi0a-r&3o il-12 
5 ©^£#2 E©fcl^fc::i3^T^#>£>&^:: fcfrk, (tnf«-^i 

Wt§@M^ (NKT«iiiatstt^h-*/t— 7* y >) fetalis n*tv»s 

- fcip^ift;* ftfc (0 6 ) 0 

10 mmm9) 

X^-UJ K (20mg/B) 

P&n ^%H : &&(D3fcM&A,mffl-e&^Ts Xy^Uj K 20mg/B*5=tt>* 
NITCi^i:^3V3>7S*F-73-f ^> (15.0g/B) #8L25"<* *IT ^ 
&o CD&jS^ (TNFa^I L — 1 2^P5> — T JjfflflSaO CitSTNFa 

15 ^j:^ i l~ 1 2com&mjj&mmfc&Ti,x^%>o — <D&^m (nk 
Tmmmmt->^— u >) c&;b*NKT»iifls©f!i-6'fcfc 15.2%^^^® 
~FMia\tem®>t>tiz> &<D(D&%m&@k&$tiT^& (ia7)o 

(Bl^lO) 

20 ^fliilg^J-e&oTx NITC*Ssi:— ^D^-U =Tffif (TOG) 12.0g/B© 
&#&gfcJ-Tl^*j£0a*C&*o NITC HffitTOG^TO 3.5 >r H S cfc t> 
5 FU^ctt^n-f n^U > 600mg/B <fc *-fb^*?S* fcffo feo I L - 1 
2jg£t£& > *b#$§m£fr? fc&fcfcfc i4.5pg/ml T*fc o fc#x fbSMfcS&fc: 
ffiTL7.8pg/mieiTi:ftofc 9 U*>U CD3 + CD 1 6 1+NKTtt 

25 ©sa-^i± x fc^m&nn **> i5.2%^n^^tiT^feo 

#8e8!lfc «fc t>(D$&gm (TNFa^I L- 1 2 ^ — T «30 #3«J£ 
tlfztmZbtlZo — *x NKT^f (NKT $fflJ3Sr5'f4 / ffj-> 
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U F T 

SMDSi^f^^t^ S>KMM©^I^^ 4 >rJ3 S£ *K NITC^ 
5 m£XJ-7ziJ fry 15.0g/H&#£^ttTVN3^#!|-?&3o NITCfR&ilU 
-ynj y>m-*3-mife l ^ 4 i J; I? U F T 400mg/B) 

<b^&£&fr^fc#s <b#=^^fi 10 ^iHC^ltbfco IL-12I4 

mi±. ih^m&*ft ornate iopg/mi ^ g&^t 

41.5pg/mlT«;lDofc#. fb^Syfefr + fci 7.8pg/ml W T =t BJ3 £ ® 

io Tbfeo L^b<b#^4iih^ N i l- 1 2m&mtemw.vtz 0 &tz, cd 
3 + cd 1 6 1 +NKTmm(Dm&i±,fc^m&*-m?f #fc#iL^& io%w 

±£$tlt;*;ftT^feo ZL(Dm$kfri=>, tfl^&ft! fcT J; b (D&jglfc (TNFa 
-^1 L- 1 2-»^^-T |ffl|g^) ^«J$!I^^fei:%^^n§o NKT 

15 dh*s^^nfco 
(l^m^Jl 2) 
5FU&##| 

Sii^t-feot, NITC^^i:^^-U=fM (Ifc^ttS^lO 20.0g/ 
20 ScfctK 5FU 500mg/2 3a^^J;§<b^^^*)ff ofco IL-1214 

mz, it¥m&*n ? i3.i Pg /mi ih^mmmnm± 

7.8pg/ml WTJcKSTLfco CD3+CD 1 6 l+NKT»Oi^ 

t)<D&^m (TNFa^IL-1 2-»3^-T MlfO #;MiJ£:ft, 

i^mm i3) 
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cd dp, 5 Fu*itjfx> \t*y->m-$m 

ai^-efeot, nitc ^x^^73^ i5.og/B 

t£#*gW-O<>3a£0n?&*o NITC mmh**cJ-V i £ZP&&7^'( 
5 >rft Set »K CD DP. 5 F <fc tf^ > h'^>®4 ^— 

5 £%fc¥mm*$>ft-3tco i l- i 2m&m&. ih^mmzn ornate 

38.3pg/ml &"?mMV1t&, *b3fej*ifeJfcfT«fcfc 7.8pg/mlttTtfBJ3rt 
Tbfco CD 3 + CD 1 6 1 +NKT«Blia©fiJ-&t±. ih^mmMft * 

NFa-fl L- 1 2-»^r7-T M^) *^lflfBI<*ftfc *. fetl* o — 15, 
10 NKT#fls;g-r*<2>#g3fc (NKT^J^tS^<b^^-7^U>) ft 

i 4) 

iI¥±^IS^JT-feoT^ NITC 15.0g/B&-#£ 
15 3£W"C^&«g0!|-C&*o NITC h U - 7 n ^>&#H*& 1.5 -Jr ^ g J; 

^ CDD P*5 J;t>"**v^— ;i/CD3 ^— ;i/t»'-¥fc«tSfls^*iS**ff ofco 

I L- 1 2M&mte, <b^^^=ff d BUt« 229pg/ml £ "CJiSlJ b fc*p\ fti 
^m&Mft&& 7.8pg/ml^Tfc:^BJi^i£Tbfco CD3 + CD16 

1 +NKT*BIIS©g!l£-*^ ^^JfefTTtffCfc* 8.1%T?fcofc*p\ ttiSMftSs 

20 Mfr^ 9.i%h^t>> io%fc«^fc&^*©©^tt^e>ft?\ trbs^T 
©Jtfln^fg&^ftfco ^©^iiifre,. ih^mmmfc x txD#&3& ( t n f a 

-> I L — 1 2 ->3r — T mm$k) &m$\£tlfc: h^TLZtl&o — 7a> NK T 
ftftmTZ>®&>mm (NKT»»^-7t'J» ftTV>« 

25 mfeM 15) 

JfFH^^JT'feoT. NITC^^h-y D^" >J n*M (TOG) 12.0g/B& 
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bfco I L - 1 2 jg^«6«± N ff -5 HU^tt 60.3pg/ml -e&ofc 

Sll*^^^ififf^ii 8.5pg/ml (d^BJCffiTLfco CD 3+ CD 

5 16 1 +NKT|fflJ3iCDiiJ^rii. Jfc»J»3*«lllff ttfctt o fc^ £fc 

»»*ifeJfc^«fiU± i3.7%i:iiJnbfco ficl#»*iSfc.fc t><D 

(TNFa^IL-12^7-TMi) ##PM£ ftfc S> tb 

So — NKT*«#ffl-rS@^fcJS« (NKT*fflfl&?5i4ftwS — 7* U >) 

10 (Biifc0ai6) 

fl$^0!|-£&-=>"T\ NITC iS^U-7n^f <T> 15.0g/B §i*T <^ 

z>mm-ntbz>o nitc 

**&&g8*SU m 2.5 -!rHBB«fc«»**&ft»*»Jhbfc« IL-12I4i 
15 fcfc, ftim*&flifTif>K:tt 7.8pg/mlWTt-feofe^ SfelJilft*^* Jhg& 2 
@ tt± 46.5pg/ml fc^BJfcJiJpbfeo CD3 + CD16 1+N 

V>fco £©MJilfr£>. fifel^JBHSf^stiJ: D©*lSm ( T N Fo->I L — 1 2-» 

^-TMifO tmrnztitz tmTLztiZo NK.T^Mta®* 
mmm 1 7) 

&«<fe0a-Cifco-C> NITC*^k-yn*U =f» (TOG) 12.0g/Bi£# 
*gt*T^S3!E0!l"eft%o NITC iihTO G&-5-§|fc& 5.5 >r £ B «t *K # 

25 ^xmu^mmtm^^tir^tz^m^mm^m.mwimm^m^vfcio il 

- 1 20^fg{±. JfeStJjSSJ^Sff -51ffcH:9.4pg/mlU±t?&ofc*s. ifcl* 
&#$&K6fT&l± 7.8pg/ml tlfgTbfeo £fc. CD3+CD1 6 1+NKT 
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fomnmWiiz & b ®ft&m (TNFa-»iL-i2^7-T«^) i$m 
mfcm 1 8) 

mmmmm-e&^T, nitc mmtmm* v =f*t m^ns^m) 2o.o g / 
Bn^^nx^^mm^^>^o nitc mm^mm^^^mn-^m^^m^. 

- 1 2jg£f£«; s StM^^^ff ^tutl^ 18.2pg/ml 

^^fT^ii 9.8pg/ml £{STLfc#, ^^^cfJh^ 4 ^M^l-^. 

32.9pg/ml fciijjDbfco Sfc,CD3+CD161 + N K T MWm&te. 

mMmm&mn^izb ii%~2i%-e&^£o zom^^^ mmmmm^^ 

D<D&«g^ (TNFa-^IL-l 2->3r^-TMmm) #«IJ£ frlfc 
btlZo — NKTMt§@M^ (NK TMrgffi-fb-^ — 7 * U 

(Eim^J 19) 

MlS^Jt-a&ot, nitc t^^tytx^ft^yn^f ^ > i5.0g/ 

57.7pg/ml ^±T!&ofc*s, )KS*JiS#8ci6fx«fci: 7.8pg/ml fcfiTbfco 
CD3 + CD161 +NKT^BBa©i0^r», Sdf^^SJSfrtu fc* 

SM*$£C«fc ?)(X)&ag?S* (TNF a-»I L - 1 2-^^-T ftMSO #£Pf|i!J£ 



WO 01/82935 



PCT/JPOl/03621 



31 

mfcm2 o) 

mmmmx'^>^>x, mTcmmt-wxv^m (tog) i2.og/B&# 
5 %$:&T^2>fiEmT*$>2>o nitc mm t t o GgL-^mm t mzmmmt, ? 

* V =r — ;V 69mg & J: U * 7° ^ ^ > 49mg <fc 2> ih^WM £ b o 
J» 3 *HmMb^m&£$lTbfc2^ Hl7t 2.5 BfcWteSK^Bft&n 

^^^HJftfi 1 X^D-T 1 0 BBaff ofco- I L - 1 2m£tE»> 

10 tfs3**SU ^Jlt^^D-* PJft##fcB: 7.8pg/ml eiTTfeo 

Ztlb(Dmm*mTl,tzmzl± 65.5pg/ml izMMVfro £fcx CD 
3 + CD 1 6 1 +NKTifflje©$J£-«x 17%~ 

(TNFa^I L- 1 2^*z?-T Mffim) ftWUZntzhmZ. 
15 Zti&o — NKT^fflt§@M^ (NKTJWiBStt'fb-*^— 7*y ■ 

20 b*£:fc^T> NKR-.P lCI^Cf^tSiSilbTa 1^34*11 

. (Dmm^omomm^^Bmhrco ^ut ^oti nktmonkr- 

PUMU IFN-rl44ii^b, Thl/Th2n7>^IThl 
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